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-7°n¥)l. -1V7U\Z)V. Zf^)V, -fV^Jk sec-y^^, tert-^^^, ^ 

un)V*r)V. 2--?^— ;i/> 3-^^— 2-^^^— 4-^>^^;u, 2-^ 

->^a^>xJl^ ->^n^\^'>;U, ->^D^^Jk s>^d^- 

£xji^£^l, mmmmte* 7>jjk xx-;u, to'j;k tr^^u, 

^ > K 'J ;k *;u;k ^"U— ;u, ^>\Zx7V U ;m£^U /\oy>fcj:-7 

iijss, a^m^^&iM^^^^-r^o m^t U— ;i/*3«fctf«siii** 

iSOlIS<!:bTti, 111 — ifcliSftotllflS l~3 <0. m z.\X&1R7 

75/. (£^T;U=lr;i/TS / , yfii7W7$/, hU7JktD^?Jk 
h'J7Jkta^b^y, ^ > S?^*^- "> , 7 3l-)V. 7i/^y, iS^T;l/i7 

y-r;k> ra7;u#/-f;k3-=^>^ 7n>r ;u3*-*->, 7)V7)Vp; <;u^-^->, 
7)V^r)Vti)vn^ )V> ?.)i>y*, {£^T;kn^^x;i/^— ;k ^.m.7)V^-)V 

XJl/77 : t'fJk i?fc&7)V*)V7>)V7T^ )V*$1fidb\it>nz>. i&ffi.7J\/* 
)l. te»7;m=*->, fii7;k+JV7 5A y®ii7^Jk75y l i&m7Ji 

*y^)i>. mm7)ix j < )i**~>. {g^7;u3^>-^;u#x;i/> «7;i^ 

;u*;UA^-f -j^kXk7 )V^)Vti >vn^ JV, lS7Jkn^y7xJk^-Jk 
WWkl&Wi.7)ln*is<DmmM£ LTB. kFa^y, &m.7 Any 
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ttiPik. ^r«7a>fttPJ£» 75/Btftioifc«*& 
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^-emsmztizitimm* ^Ajsatia. jam, sfc*^ s*gs» #a 

(i) Lfct^tfr, <k&®i (i) ^ioiifiens*^ 
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(£pHg¥ 6-211856 *t&!8) 
flft,& : 190.4-191.3t: 
7E*##HI : C20H24N4O4 tLX 
S Sft tit ( % ) : C 62.48, H 6.29, N 14.57 
Hft'Hil ( % ) : C 62.52, H 6.53, N 14.56 
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IR(KBr) v max(cm- 1 ) : 1697, 1655, 1518 

NMR(CDC1 3 , 270MHz) <5 (ppm) : 7.74(1H, d, J=15.5Hz), 7.18(1H, dd, J=8.3, 
1.9Hz), 7.08(1H, d, J=1.9Hz), 6.89(1H, d, J=8.3Hz), 6.77(1H, d, J=15.5Hz), 4.21(2H, 
q, J=6.9Hz), 4.09(2H, q, J=6.9Hz), 4.06(3H, s), 3.96(3H, s), 3.93(3H, s), 1.39(3H, t, 
J=6.9Hz), 1.27(3H, t, J=6.9Hz) 

<t'£W)2 : (E)-8-(3,4-v* h * 5>7>^ U ;U)-l,3-S?-/a )l*r*)r 
> (WO92/06976) 

flftj& : 164.8-166.2t: (2-^n/V-^-*J:0llfia) 
TlBttffiW. : C22H28N4O4 tVX 
III ( % ) : C 64.06, H 6.84, N 13.58 
*$Mi ( % ) : C 64.06, H 6.82, N 13.80 
IR(KBr) v maxCcm 1 ) : 1692, 1657 

NMR(DMSO-d 6 , 270MHz) 6 (ppm) : 7.60(1H, d, J=15.8Hz), 7.04(1H, d, J=2.0Hz), 
7.28(1H, dd, J=2.0, 8.4Hz), 7.18(1H, d, J=15.8Hz), 6.99(1H, d, J=8.4Hz), 4.02(3H, s), 
3.99(2H, t), 3.90-3.80(2H, m), 3.85(3H, s), 3.80(3H, s), 1.85-1.50(4H, m), 1.00- 
0.85(6H, m) 

lb-&#J3 : (E)-l,3-^X^;i/-8-(3-^ v-4,5-^^U>^^-^i>X^-U 
l-^^-)l^r^r>^-y (#^¥ 6-211856) 
St* : 201.5-202.3 *C 
jcBfttirife : C20H22N4O5 tl/T 
MmU (%) : C 60.29, H 5.57, N 14.06 
(%) : C 60.18, H 5.72, N 13.98 
IR(KBr) v maxCcm 1 ) : 1694, 1650, 1543, 1512, 1433 
NMR(DMSO-d 6 , 270MHz) 6 (ppm) : 7.58(1H, d, J=15.8Hz), 7.23(1H, d, 
J=15.8Hz), 7.20(1H, d, J=1.0Hz), 7.09(1H, d, J=1.0Hz), 6.05(2H, s), 4.09-4.02(2H, 
m), 4.02(3H, s), 3.94-3.89(2H, m), 3.89(3H, s), 1.25(3H, t, J=7.2Hz), 1.13(3H, t, 
J=6.9Hz) 
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(E)-8-(3,4,5- h >J ;* h^vX^U J^-*7i^ > (#&B§ 47- 

26516) 

IR(KBr) v maxCcm" 1 ) : 1702, 1667, 1508, 1432 

NMR(DMSO-d 6 , 270MHz) 5 (ppm) : 7.61(1H, d, J=16.0Hz), 7.25(1H, d, J=16.0Hz), 
7.09(2H, s), 4.03(3H, s), 3.85(6H, s), 3.71(3H, s), 3.45(3H, s), 3.21(3H, s) 
MS(EI) 386(M + ) 

vkxl. ite,® (i) <Dmmy?m&m.mm-?m.w-?z>o 

^Kti, 1t> K7, h P — A(Sundstrom)£07?i£ [^UO • Uit-^-^ 
;i/7-> (Brain. Res. Bulletin). 21 257-263 H. 1988 d 2p D T?T o „ 

HifciCte, Iftt C57BL/6NCrj 9-10 )I^r(B ir - Jl'X U 

Sr^fflbfCo ^filfiSW^ra^tt. ^^22~24t:, ®^50~60%O^MT?ta 

l.^f;p.4.7x-;M,2,3,6-rh7t H □ tf U 5? > fc H D V u 'J H (l- 
methyl-4-phenyl-l,2,3,6-tetrahydropyridine hydrochloride > i£AT MPTP HC1 chI§T> 
RBlftSSi) «4mg/mL t&4«t 5 ^S^STMliSfl? l/fc. 
lmg/mL Kite 5 J: -5 O^v^^J^^^+y I*(DMSO)i:fiSUit. 
li¥9~10EE£U n > K n — ;H¥»citt^Sfti&7K. MPTP HC1 fe-^P& ckt* 
MPTP HC1 + tt»fb-&«lS-%-»t MPTP HCl(40mg/kg)£-en-£ftffiil$rt«-§- 

1 PSMSL n> h □ -jl/IMScfctf MPTP HC1 0.3% h -7-T-> 

(Tween) MPTP HCl + K»'fb'&%fi:#»twtttt»{fc'&^(10mg^g)S-?-n 

[ 3 H]-T^> (mazindol) |g^£&fcmT©#8refro fc. T>r £7 □ 

CD&£^#: (l20mMNaCK 5mM KCK 50mM Tris, 

pH=7.9) 300 wL^An, ^v^^f X(^±^ ; & '>*^-f +F-S-203. (W) m 
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mmitWl)^. 4tT. 15,000rpm/#\ 5 &&<b£'Ri(KUBOTA 1710) L fz a fcfcatt 
i:iiSl«300 M L £Un*.!B»Lfc^, f5&4t;T\ 15,000rpm/5h 5 4J"T?3S^ 
itrnzMffiWisoo P. L&to?L, m&Vfc<b<D&4*<DU& i g\Z lOO 

5 ^ji>'>> (nomifensine maleate, RBI ttS4)(gifiljR£ 10 M)&JD;*Lfc. a£ 
'aRfelZ* [ 3 H]-mazindoI(NET 1±®L Spec. Act. 888GBq/mmol)25 n L(S*I?SS 

ionM)S3n]^.TW56S j &^. 2k?£T, 1 b# ibis -fe;w\-^x* 

— "CJH^flc^^v^— h ^#7X7^ )V (Whatman, GF/B)fc!ft*£l2\ 
5mL (DmWWV 3 Islrftofco # ^ X 7 — CD^fltSttte, f&#»>^-l/ 

— zsa>lJV>&—"T?m%.L1t* ^fl^n<DU0kW\Z.~D^. ±[ 3 H]-mazindol 

6 Slft[ 3 H]-mazindol ^CD^i^ £M L 31 Hfc t> <D 
[ 3 H]-mazindol ^ibt^fc. 

^>A'^l;teU /Ht-7 7HDCynr<>7^t<^->b [Bio-Rad 
DC protein assay kit (Bio-Rad 1±M) ] ^7 5>lflltff T 5 >(Bovine 

Serum Albumin, Sigma *±M)£^*P £ LTfr^ fc» $#S#)[ 3 H3-mazindol 

Mitt, HI 2 ^{C^^#:(3*3lj-^>[ 3 H]-mazindol <D#S#J^S;(fmol/rng 
prote in) T? 7K 0 



m2 





zi > h p — ;p 


1140.3 ±50.0 


MPTP HC1 


616.3 ±32.8### 


MPTP HCl + 'ft'S'^ 1 


950.9 + 54.1*** 


n > h u — )V 


1219.3 ±66.4 


MPTP HC1 


621.2 ±27.7### 


MPTP HCl + lb-B-^I 2 


784.8±41.6** 


MPTP HCl + fc-g-^I 3 


794.9 ±28.5** 


Z2>h U — )V 


1214.8±46.2 


MPTP HC1 


674.2 ± 38. 1### 


MPTP HCl + fl^^I 4 


923.5±51.1** 
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** ; p<0.01(MPTP HC1#M#3* <h©Jt») 
*** ; p<0.001(MPTP HC1 £<*>Jt«) 
### ; p<0.00i (n > h d— )VW-h<Dtic$£) 
(n=9-10 ; Wilcoxon JlS&*D&£) 

mBmmz&tite* fc&mifc* MPTPHci&-^ctoT@^s[ 3 H]- 
M^ttWfWffl ^ £ ** w e> a> t ft o fc . 

dd^itttT^^ (#m20±lg) ^lf 3Effl^, Kf£{fc£4£»£MP£fcte 

7 B@ (DfEtzWifil&Wl^ V > */hS5c5ES (MLD) ffl 

^-(D^m. Ib^#) 1 O MLD tt, J!SPt9:#T>1000mg/kg"e»t?fc. 

/\>^> h>mmm. &5£&m<t&.. mm^mmm^M (als) . 
3&ft*0Mb£«» (i) ^fctt-^-roiiiJaw^w^^tisiissiaw^ffiF^sns 

snsfiftAJftfflT^S. ^Attli^J*il>'ya >y 7°&J<Z)ci; 5 ftMPf&ffciJI 
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□^ij-7 1/-a-, ^/\°-^ > hm<D? u-^-mmzmmvTWim-e^Zo 
mm, t>y°±)im^^zsmmt. v^v-x. ->^.-^p 

60kg/ B v Sf S L < l~200mg/60kg/ B *<5SSTf * 

ik&QB 1 © 40g, 7# h — * 286.8g*3<fctf.fSfc&*"7?A,.$^6ag£:iB^L, £ 

met Fn + yyo tr;i/-t;un-7.o io%7MSiK I20g £#D;tfco £©jE"&«j 
fcHmfciOtt^U ft&bTf£*S$-frfc&, fi&UITttfflli&ihLfc. £*l 
fCT^T U >l7^'^y^A i.2g £jtJlI*.T*g-&U & 8mm ©flF&Jto fcinfe 
ft (HzfC&aSl RT-15 Si) T*Ti££?ToT. ( 1 jg&fc0i§14jj£#20nig* 
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mis it^mi 



20 mg 
143. 4 mg 
30 mg 
6 mg 
0. 6 mg 



200 mg 



it&VO 1 (D 200g, Ttl-fe;P995g*5J:^X^TU =/ V A 5g 

ffilwcfcOil^Lfc. ^(Dm^^i^tl'y-^JU^mm (ZanasiftS!. LZ-64 13 
ck«9. A— H*y-fe;i/4^- ( 1 D 120mg^S) # 



i © lg xm ioo g mmmu^^-> i2g&& 

1000ml <h LTI^ • ftftbfc. »e>nfcSMftlfc£ 0.2 Mm©T-< If:/ 



i 

Xf7 U >i7^^>"?A 



20 Dig 
99. 5 mg 
0. 5 mg 



120 mg 
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it-SMI 2 mg 

mny^xm 200 mg 

SffiifPllU^^- > 24 mg 

ftS*ffl^U-feU> 50 mg 

&#*M@zfc 1. 72 ml 

2. 00 ml 



y— ;U™E75 h/-^;Ht»l) 290.9g ^ 40~50t:TTtH$^-frfCc 

^n\z{t&w 1 © 2.5 g , u u -7A i3.6g43«ttxm— u >m^- h U V 

A 14.2g &^tL^W% — \ZU&ftm.2l*tCo -D^H-Wim.£>ftWLVfz%<D*7°7 

1 2. 5 mg 

7-y°V— )Vl\ 1 5 678. 8 mg 

^ r^V- ;i/E 7 5 290. 9 mg 

|g— U U >>A 13. 6 mg 

'J ym.± h U *7A 14. 2 mg 

1. 000 mg 
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1 . 



5£ ( I ) 




X 2 t.3 



;^-J^fc™7Jb + -;^«t« R 4 liy^D7JHrJk -(CH 2 ) n -R 5 (j£ 



, /°^(CH2) m 



2. X^i^X'^OTSSMtfctitCllWl^^nSl&t^ 

3. R 4 ^ 
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